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PMID- : 1 ibJ: 

DA - Z 0 0 
DOOM- ::000 11 14 

VI - r.E 
IP - 1 1 

DP - :.oo: ::ov 

TI - Kzt-rct or msulir. ar.d sulfonylurea therap^y, at the same level of blood 
1 u s e control, on low density lipop'rcttem suh-f rac t ions m type 2 
aiah-eci:: P'atients. 
PG - 4 1?e. -■-2 

AB - The ai:n of this stuiy v;as to eval-jate the effect of sc insulin (INS) 
comtared v;ith sulfonylurea i.SUL) iherap^y, at the same level of blooi 
aluccse control, on the Ic'v; density lifotrotem (LDL) sut^ f ract i on C'r'ofile 
m nc rmol ip 1 iemi c tyt^e 2 diaj:eti'r f^atients. Nine normol ijm demi c tyf^e 2 
'::iar-etio men {age, z'z+/-2 yr ; t-c-iiy mass index, 2e.5 + /-0.9 kQ./m2; mean +/- 
SEK] , after a 3-v;eek wash-out period, were assigned to INS or SUL for 2 
:nC'nti:s ir. a randcmized crC'SS-over design. DC'Ses were adnusteij c^nly during 
trie first month ana then were ke^: t oc-nstant. A.t the end of the treatments, 
hemiDo 1 cii: 1 n. Ale, p-lasnia lip-i'is, IZ^'L, ana very lev; density lipof-rotein 
iVLDL) subfraoticn trofiles and j:lasma postheparm lif'Oprotem lipase and 
hef'ati'".- lipase (HL) activities were evaluate(i. Desfate glucose control v;as 
similar at the end cf tMcth liericus ( heniog 1 ot^ m Air, 7. 4 + / -0.3% vs. 
7 . C; - ■:■ . 2^ , INS vs. S'JL) , INS ccmt-ared with SUL significantly reduced 
plasma triglyceride (0.5+/- 0.1 vs. I.I4/-O.I mmol/L; P c 0.05). Although 
IN'S did nC't affect tne LDL rcr.cen: ra 1 1 c^n , it induced a decrease m t-oth 
the anncunt {E9.0 = 9.3 vs. 7 •: . 1 + ' - 1 £ . 3 mg/dL; I = NS ) and the f -rop'Ct r' 1 1 on 
:]1.2+ -3.0% vs. 3e.3+/-3.8t; P < 0.03) of small LDL. Moreover, the 
decrease m small LLL v;as p'Ositively related tc the reduction C'f large 
\'LDL (r - 0.c7; P < 0.04} and HL (r - 0.c9, P < 0.00) mluced Ly insulin 
therat-y. In conclusion, sc insulin theraty, indefiernient I y of glucose 
cc'ntrcl and e'/en m zhe presence cf quite Ic^w flasmia triglyceride levels, 
IS able to- reduce sn^all LDL particles m t-yf-e 2 diatietic tatients, This 
mange is related tc decreases m hoth HL a::tivity and large VLDL 
I a r tides . 

AD - Def^artment of Clinical and Experimental Medicine, FedericC' II University 

>:edi:a- Schocl, Naples, Italy, nmcd-unina.it 
F A'J - Pu V ell e s e , A A 
AN - P. I e ^ 1 e 3 e A_^. 
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AE - 5Arr:GRC'JXD A^CI: ATX: Ir. this Study, v;e mvestigatea tne ^e'/e^s cr 

1 1 r :;rr I'tem ' a ? i r. h ^rcup ot r::::\- tbese , type 2 iiatetes mellitus f:atients 
v;ith 'iifiererit typ-:^s Df t reatir.e-r.t ar.d a ccritr:^! grciup c^f nc^n - ct^ese , 
nc!r. - ii abet 1 r suci-'::ts. MSTKC'DS ANl: ?, EXULTS : E^atients were oivided intt 
three ^roui^s at r :^r ::i r^^ tc: tr.eir treatmer.t typ^es : irsulm, culphcny lurea 
and Lir.t i-eat^- i ^r-t.ips. All grout'- v;eie siir^ilar in sex, v/eights, knov/n 
iur5it. i:r. of li^r^etes ar.d nai:its. Eacn group C'tnsisted of 3 0 suhnects. 
There v/ei-e no iifierences m at'O-AI , apo-E and TG levels > C.OE), 
whereas HDl.-Z levels m me untreated group v;ere significantly lower than 
those of the zither arv)ut'S {z < :.:-5) . Lpla) levels m the untreated group 
wet-e hi::hei- than i r. the (Other :p <: :.C5). CONCLVSIONS: Gaming metabolic 
control m :ii3ne:es niellitus is crucial m pulling back lifid, lifioprotem 
ar.n a^: od 1 popro'te 1 .n levels tc- a desired level ana m attenuating CAD 
■i^orcnary arter'y iisease) risk rartc^rs, and also m preventing CAD. Lp[a) 
le\'els m p: a rt i cu 1 a are decreased by insulin or sulfonylurea m non-obese 
patienrs wi". h : yt e 2 diabetes tiellitus. 

AD - Department of Internal Medicine, Cumhuriyet University, Sivas, Turkey. 
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Pi^a\'astat. m conifiafed to hezafibrate m the 

1 nsu 1 1 r.- treated f^atients v;ith type 2 diate 
1 1 - 7 

BAU?'.GF.OUND : Both HMG-CoA reductase mr.ik-it 
are ueed for the treatment of dys 1 1 fd denii a 
The 3Lini c>f this study was tci ccuTip^are the 1 
pravastatin, a HMG—GoA reiuctase inhibit i^r 
fibric and deiuv^ite, cn serum lip- ids, lif' 
coup -lis 1 1 1 on m 4 5 (22 men and I'l women) dy 

2 dialr-etes patients. METHOD: The study use 
design. RESULTS: r'ravastatm treatment was 
tc tal cholestei-ol , LDL- ch :>! ester : 1 , l::L- t r 
h:-2''HrL-choles-er:l ratio (all r'<C.C01 tet 
t:otal , HDL-chrd esterol and Ap oA 1 / LDL - Ap c B r 
induced a decrease in LDL - choles r ercd ccmc 
LDL/HDL- chc'l es t erc'l ratio i rresp-ec 1 1 ve ci£ 
cori renr ra 1 1 on . P.eza f ibiat e v;as mere effect 
HDL-cholesteiol (p-<0.01 between group^s), A 
t r 1 q 1 ycei'ides (tcth p'<G.C01 tetv.'een grcups 
LDL - chcd est erol cc^ncent rat ion p-a rt i cul ar U/ 
triglyceride concentrations exceeding 2.0 
treatment the LDL- cholesterol /LDL-Ap oB rat 
suggesting a rha nge in the LDL particle cc 
dense form, "A'hile pravastatin treatment m 
suggesting a change m the LDL particle ti: 
pravastatin treatnient a small rise m Ht A ( 
Fra"/astatin treatment is sup-eriC'r m lov;er 
1 ip op-rc te m subp-c p ula 1 1 ons and imp' roving c 
Bezafibrate is mcie effective m raising H 
particle cc^mp-c s 1 1 1 on to a miore favoratle f 
T'epartment of internal medicine Ziekenhuis 
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dys 1 ipu daemia m IJigeri an patients v/ith nev;ly diagncsed non insulin 
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AE - Dys.ipidaemia ;2L :. s a co:nt-o:n condition m patients v;ith ::iDCK, but its 
pre'/alence and the effect cf g 1 •_,'C aemi c oc:ntrol on the disorder hai*e only 
been srantily reported m Migerians. Che present study is therefore aimed 
at determinincj tr. e effect of di.sbetic contrtl on crevalenoe and nattern ot 
CL in Li^erian natients v.'ith LI DDK. Chii't',' six diabetics v.'ere follov/ed un 
for 2 4 weeks . Indices determ.med included anthropometric measurements, 
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together •.■;i::h glyratiei haen-.cg 1 cb i r. 3Hc ' le'/els, ana rastmg ^ipias a:: 

i-esentacicn , 12 ^nd after 24 v/eeks cf treatnaent . The prevalence ranes of 
lairei cecal cn : 1 esce rcl . ni^-h a en sit*,' licccrc^tem cholestercl ,TC.'Hi;i,' 
: a^:c: reicrea HI h - cnc 1 ester :1 and n.ixea 2:2 decreased signifi candy hetv;een 
; - 24 v.-ee-ks c;f treati^en^ ,5^.1^ vs 14 . 3 r 5 3^ vs 1 1 . 4 and 44^ vs 

22.2^ resi ert I'/el y , P < C.O:i tor each;. The f'rcpcrt.ion of patient v/ith 
elT''/ated 1 cv;- d-^ns 1 1 y 1 1 pc:t rc^tein - rhclesterol also decreased significantly 
I i-.jTi 21.4^ at .■|-v;eek to 5.S after 24 v;eek3 iP < 0.)2B). On the other hand, 
the r-eva 1 er. re ot nypei-thC'lester'olaeTLia and hypertriglyceri laemia v;ere not 
SI ::ni f 1 ::ant 1 y -.nnan^ed betv/een C and 24 v;eek3 ;F > 2. j5) . Patients with DL 
de-spite treatTient v;ere ::hara c ten sed by higher ?3G at 24 weeks of 
treat:nent r:)Tip=tred v;ith nornol i c i d ^emi - patients {P < 0.001). It is 
:on:luded fi-cti this study that improved glycaemir irontrol redi:ced some 
jys 1 1 P 1 daemi a , and may therefore suffice to correct them m somie Nigerian 
rcitients with :JIDI)M. 
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?r ch m endoger.jus insulin secretion at the same 
:ect the plasma rc ncent rat icns of 1 i p^c:^ ret e i ns m 
vritients v.'i^n Type 2 diafcetes mellitus. MSTHC'DS : Fifteen patients, age 
z 4- ' - L -/ears [ niea n + ' - S EH ) , z t dy v;e i g h t ^ -3 . 3 + / - 3 . 0 kg , i: C' iy rria s s i n lex 
3 + ^- >g/ni3 were treated v;:th su 1 phcm.y lurea and insulin m 
■-; inih-inat ion or v;ith insulin altne m a rand Dnii zed, doub 1 e - 1 1 md , oro^s sever 
s:.ui\' All p'itients v;ere treated witn a niultiple daily mieotion regimen 
v.'ith tne iiiiticm. jf g 1 1 k en r lanii de 13.5 iiLg daily or plarero tat'lets . 
r.E:3:'3LTS : 3iu.r-ing comtti mat i on therapiy, the dose of insulin v;a3 35% less (P < 
301) ani there v/as a 3 S- ^ increase in p'lasTia C-peptide c-tnoentrati :in ( = 
31) Misms levels of free insulin v;ere net rhanged. E'l asmia levels of 
sex hormone-t'indmg glohulm (3HBG) and insulm-like grov;th f actor-t indmg 
ciotem (lO'FBP)-! -.vere Iov;ered. Tnere v;ere nc- differences m the 34 -h 
Llood glucose r-rjfiles c.r HtAl r (3.0+-/-0.2 vs. 6.3+/-0.3%; P = 0.16). Body 
v/eight v.'^s similaru Tr.ere v;a3 a significant derrease in p'lasma LDL 
cholesterol ( 3 . 04 + / - 0 . 24 vs. j.4 1^/-3.21 mmicl/1; P - 0 . C4 ) , apol ipop rotem 
Ai and of 1 1 p'Op-rot ei n (a ) bur an increase m VLDL- triglycerides 
; 1 . :- 6 /' - 0 . 3 1 vs. 0.96 + /'0.1^ nniol/1; E' - 0.02) during cc^mb ma t ion therapy. 
The r5>tij tetv;een LDL cnolesterol and ap'Ol i pop rot em B concentrations v;as 
s igni f leant 1-y lo-A'er during combination therapy (P < 0.01). COriCLUS I ONS : 
Ccmtinaticn therap-y v;ith insulin and sulp honylureas increases portal 
insulin supp'ly and tneret y alters liver lipop'rotem metabolism v;hen 
comipared -^'itn insulin ther^ap-y alone. 

r^::ulty nf Health Sciences, Linkotiing University, Sv;eden . 
T :. r't c-rn . Li nds t rom "; end .us.lio.se 
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TI - Fldsma 1 ipor^r ' t e i n (a- levels in Turkish N'IDDM patients with and v;ithout 

V.?. scul-ur diatetir conif' 1 1 cat i ons . 
PG - ^ 0 } - 7 

A3 - 'OEJECTIVE: Plasma cc nc ent ra 1 1 ons of lipoprotein (a) [Lp(a)], an 
i r^der er":iient risk factor foi- ather ds ::1 eros i s , v/ere measured m 59 
n<jn- msulm-depenient diabetes mellitus (MIDDM) patients with and without 
vascular comf 1 icat ions , and 21 non-diabetic healthy subjects. RESULTS: The 
r: 1 asTua log Lf'(a) levels were found to k-e significantly increased m the 
::iDDM patients (1.4C +/- 0 . j •: ) coTipared with the healthy subjects {1.02 
*/'- 0.F3; p < O.OE) . Plasma Ep'(a) levels m NIDDM patients with diabetic 
vascular complications il.51 +/- 0.27) were significantly higher than 
those of the XIEDM patients without dLai:etic vascular c Dmp 1 1 cat i ons (1.23 

0.43) and healthy subjects (p < 0.05). There were significant 
ccuu-elations r^etv/een pGasma log Lp{a) levels and af ol ifoprotem B (apo B) 
m all NIDDM t-atients 'r: Ci . 6 £ , p < O.Oz). No correlation was observed 
i-'etv;een Lp{a) levels and age, sex, duration of diabetes, fasting blood 
olucose, haemitglDbm Al::, the mode of treatrrient, triglycerides, total 
chol esterol , low - dens 1 1 y 1 1 piof^rotem :hclesterol , high- density 1 ipoprotem 
cholesterol, and apol i p Df rotem Al levels m all patients. CONCLUSIONS: It 
v;a? concluded tniit Lp ! a ) was a risk factor for angiopathy m NIDDM 
ratients and the C'Stients who have a hi^h plasm^a Lp(a) concentration 
should l::e kept under strict glyraemic crritrol 

AD - :'.a r^ader.i z Techrii :al Uni-.^ersity Faculty if Medicine, Defartm.ent of Internal 
Meai :;ir.e, TraLz jn, Turkey. 
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TI - The effect of gen^fibrozil or. lipid profile and glucose metabolism m 
hypertr ig 1 yceridaenii r v;el 1 - e cnt r :d led non- msu 1 1 n - dependent diabet ic 
tjatierits. For the C-emf ib' rC'Z i 1 Study Group. 

PG -27-:- 1 

AB - v;e assessed the effiracy of gemfit-rozil theraty on lipid prc'file and 

glucose n^etat'Ol i sm m a large cohort ef {type 2) non - msul m - dependent 
diahietie patients. v;e enrolle:: 217 tyte 2 diaretic tatients vcith plasma 
t r 1 gl yeeru ie r cn :;ent r- s 1 1 ons e"jual to er at'Ove 2 mimiol/'l 110 v;ere 
rEindonized tC' genif ibroc: 1 (-:00 nig tv;iee daily) and 107 to placebo 
tr-eatment in a djui:le blind fashion. Each treatment v;as follev;ed for 20 
v.'eeks . Tc assess f^e^stt^randia L gljrose metanoliSTi and iiiSulm secreticri, at 
ti'^ie J ana 2C v;eeks, a staniari m^eal tontaining 12 . z g C'f priteins, 4 0.1 g 
jf carbony irate, i: ? cf lipi'is -.vas given. Mo differences m demographic 
'.:^.a ra "t e r 1 s 1 1 rs v.-ere etservei retv.-een patients randc^iT^i zed either t :> 
ae'^'.f ibr :.)z 1 L er tc tlatei::; tnerapy. h'o differences v.'ere et^served m total 
- - - c a .-^ V- : 5 i 2 rc - ^" n I'C - 1 — r "C e e n c e n t r a 1 1 o n c n a r. £- s b e t. v/ e e n t e t a s e 1 1 n e 
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L: r.:i - 1 artir.g antidiabetic effert of a iipeptidyl peptiia.?e IV- resi stant 
inaltg :'f glu ragcn- 1 1 peptide- 1. 

;;iuc5i-or.-like f:ep t ide - 1 ( 7 - } 7 ) ^GLP-l) is the most potent msul i not r tpic 
hr.'rTiine rh ara rt er i ze a thts far. Eerause its activity is preserved m 
n.tn- ms'ilin- ief^endent disk etes -telLitus iXIIir^M; patients, it is considered 
a potential nev; arua fC'r tne treaf^ent of this disease. L'ne limitation m 
Its therapeutic use is a shDrt naif- life m vivo {5 minutes), due m part 
c a t art iegr^iisticn ty the enlcipr ctease aip^eptidylp ept idase IV (DPPIV). 
F.ecently, it w^is reported tnat GL?-1 became resistant to DPEIV v;hen the 
5ilanine residue at c-osition 6 was replaced by a glycine { GLF' - 1 -G 1 yS ) . Vve 
r-etoit here tnat this change slightly decreased the affinity cf the 
peptide for its receptor iI75j, :■ . 4 1 +/- 0.14 and 1.29 +/- C.51 nmol/L for 
3LP-1 and GLP- 1 -Gly.r- , resp^ec 1 1 ve 1 y ) tut did not change the efficiency to 
stimulate accumulaticn of intracellular cyclic adenosine monophosphate 
(.:AMr) (.E75C, 0.25 0.00 and C . 3 c +/- 0.06 nmol/L for GLP-1 and 

G-LP-1-GlyS, respectively). Second, v^e demonstrate for the first time that 
th]s mutant has an improved i nsu 1 mc't ropd c activity compared with the 
v;ild-type pepitide v;hen tested m vivc. m an animal model of diabetes. A 
single in]ection of C.l nmol GLP-l-C-ly3 m diabetic mice fed a high-fat 
diet can correct fasting hyp^erg lycemi a and glucose intolerance for several 
hC'urs, whereas the a^rtivity :>f 1 nmicd GLP-1 vanishes a few minutes after 
ir^ection. 'rhese actions were :orrelated with increased insulin and 
decreased glucagon levels. Interestingly, noimc-g lycemi a was maintained 
civer a p^ericd that was longer than the predicted peptide half -life, 
^^^_^agest ing a yet undesrribed long-term effect of GLP-1 -Gly3. GLP-1-Gly3 
thus nas a markedLy im^p reeved therapeutic potential co'iipared w^ith GLr-1, 
since it can k^e used at much Iciwer doses and with a more flexible schedule 
of ad:ui ni St rat ion . 

Iiistitute of Pnarmaciclogy and Toxicology, Lausanne, Switzerland. 
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TI - 'Tin the t ree.r merit of diak-etes mellituB with glucagon - 1 ike pef>tide-l. 
FG - :-}.'■- 41 

AB - As a therapeutic principle, the msul inotropic p^eptide, GLP-1, of the 
secretin-glucagon family of peptides, has turned out to possess some 
remarkably attractive properties, including the capability of normalizing 
klood glucose concentrations m patients with non - insul i n - dependent 
ji^ibetes mellitus and promoting satiety and reducing food intake m 
henltriy volunteers. Because of rapid and extensive metabc'l i za 1 1 cin , the 
peptide 13 not immediately clinically arpilicable and, as a therapeutic 
f-rinc.ple, GLP-1 is still m its infancy. Some f-ossible avenues for 
c 1 rcum\-ent mg these difficulties are the devel ot;'ment of DPP- IV- resi stant 
analogs, tne inhibition of DPP- IV, enhancemient of GLP-1 secretion, GLP 
delivery systems using cc'ntinuc)us subcutaneous infusion or buccal tablets, 
GLP-1 absorp-tion, and orally active, stable analogs. It seems likely that 
one oi' mcire of these app-roaches could result m a clinically useful 
de'/e 1 oj: ment prcgram. 

AD - Department :if Medical Physiology, Panum Institute, University of 
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TI - The effects of met f ornii n on glycemic contrcd and serum lif)i.ds in 
1 nsu 1 1 n- 1 reat ed NIEZiM p-atients v;ith s-^kioit imal metabolir control. 
EG - 0 1 - E. 

AB - O'&JECTIVS; To test zhe hypothesis tha:: metformin therapy, given as an 

Tidiunct to insulin iinerat^y, imr^roves me'r.ar-ol i c cc^ntrol in i nsul m - treat e i 
MIEEM {.-atients v.'ith suk-optimal glycemic control. F.ESEARCH EESIGN AMD 
METH'OES : A total of 3 3 subjects v;ith msul m- treated NIEDM were 
investigated; all h5id commenced insulin afcer secC'ndary failure of 
^nt ihyperglycemic agents. Tv;o r-andomized douhle-blmd p 1 a ::ebo- cont rol led 
rrossover studies v;ere run. In study 1 (n = 19), i nsu 1 1 n - 1 reated sukgects 
v;ith sui'Optimal glycemic cc^ntrcil received 12 weeks of nietformin 1 g b.i.d, 
and 12 weeks of placebo. In study 2 (n - 14), subjects already estatlished 
jn adjunctive metf or-mi n ' i nsul i n ther'ai'-^- stopped the metforniin comtponent 
and r~eceived 12 weeks o: metformin at their taseline dosage (range 1-2.E 
g) anii 12 'A'eeks of equivalent f'lacetio. Easting plasma glucose, HbAlc, and 
serum lip-ids were measur-ed at taseline and midw^ay through and at trie end 
of each treatment lOnase. The effect of 12 weeks c-f metfi-rmm treat:aent was 
-.'CtiTipared with tr.e ef fe-rt of 12 v/eeks of placet^o m each stud^^' and m toth 
stuoies comtuned. r:r;S'3LTi' ; In study 1, TLetfornim tr'eatmient was ass'cciated 
with significant imr^ rc^vemient s m fasting f-lasma glucose (mean 12 -week 
difference from placebo [95% CI]: 5.3 uimol./l [3.r-3.11, E < C.OOl) and 
HtAE:- -l.c^ [0 3-2.4], ? < 0.001). In study 2, mietfcrmin treatment was 
a s s o r 1 a t e d w 1 1 :\ s i g n i f i : a n 1 1 y 1 :'V;e r f a s 1 1 ng r^ 1 a s-Tia g 1 u c j s *E' ( E . 3 mrri.c 1 1 
yj . 6 - 3 3], E = J. 02 3; and Iov;er- HbAl r (2.4^ [1.0-3.5], E = 0.03 3) tc^mp^ai-ed 
wi. tn tnijse for- placebC'. Study 2 alsc; sh twed mie'tfc'rmin tr-ea^Tient tc^ i: e 
associated w^tn s ign i f i rant 1 y 1 ewer total rholestercl than that for 
placeto (1.0 mmol/1 13. 1-1. 9], t = O.CjO) and lower LEE tncdesterol (l.C 
mmcl/1 iO. 1-1.3', E = :.:2B'. Tnis s:gn:firant difference in serum lipids 
--^'•^'n I' ^4-,.-;.- ^ a s n ~ *" -een i r, -*"ud'' 1 iiut v.'as tres^^ni v.'nen i^ c-tn sets tt 
jata v;er-e cc:mbined ;n ^ 33, mean total :hol ester:: differente at 12 v;eeks 

effett on t r ig 1 y te r i de , rif:! rh:c 3 e s t e r :.l , v;eight, cr blcod pressure Two 

Metfr^rmm, v;.nen gi\-en as 3djuntt:\'e tnerap:y, v.'as v.ell tclerated and 
imprcved glyre:MC c:ntrcl and lipid :on :ent rat i ens m patients with 
msu 1 1 n - 1 reateu T-IIEM v;hcse diacetes v;a3 pccirly rcntrolled. These 
mxrC'Vem.ents cc^uld te :T3intained c;ver the long term. 
E - " T- - - ^ M ^ *~ a b o 3 1 c e d i i n e I ""c e r i a 3 0 o 3 1 e c: e C' f 3' e d i c i n e at St. 3' a r ■ ' s , 
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Tl - Treatment tf hyp^er thc'l es t e r ::1 erai a and cor:±ined hyp'er 1 ipidemia v;ith 
simvastatin and geTif li: rczi 1 m patients v;itn NIDDM. A multicenter 
rt'mpa risen study. 

PC - 4 7 7 - - 1 

AB - OBJECTIVE: Td compare the 1 i pid- lov;erinq efficacies of simvastatin and 

aemf lorozi 1 m X'lEOM p-atients v;ith rc-mk'ined (mixed) hyper 1 ip i demia (CHL) 
:r isjlatei hypercholesterolemia (IHC). RESEARTH DESIGN AND METHODS: 
:"atier.ts v;ith p'r-iTiary dys 1 i P' i demia and NIDDM xere recruited for this 
ioui'l e - hi 1 nd , i : ui: 1 e - dummy tcimp^arison study fromi 1 C. Finnish centers. After 
3 4-v;eek pilacet'.: r-un-m p^eriC'd, they wei^e rsndoml-y assigned to simvastatin 
cr genif it^rozil . The simvastatin group' (n = 47) received 10 mg once nightly 
for y v;eeks , 20 mg for the next 8 --veeks , anl 40 mg for the third 8-week 
pericd. The gemfir-rozil gr-ou^' (n = 40) i^ereived 6 00 mg twice daily 
t hi~cio h-:iu t the 24 weeks. The 1 ip'id- Ic'wt'i'ing efficacies of both drugs were 
cctnipiarei m all p^atients as well as sep^arately m patients v.'ith CHL and 
IHC. RESULTS: In all patients, simvastatin reduced LDL and total 
cholesterol and the LDL-tC'-HIiL cholestei-ol ratio more effectively, whereas 
genif i L'r'oz 1 1 was mc^re effective m elevating HDL cholesterol and decreasing 
triglyceride levels. The drug effects differed accc-rding to lip'i'i 
phenotype at baseline. Simvastatin decreased LDL cholesterol levels by 
}0-40^ m toth chenctypies. Gemifibrozil caused a 15% reduction m LDL 
cholestei-ol m IH" b\it nci c^T.an^e m CHIi p.-atients. Simvastatin produced 
15- jC:'^ reductions m triglyceride levels m CHL t'Ut no change in IHC 
P'atients . Cemf ir^rc z i I caused reiiuctions in triglycerides in CHL (50% and 
rr.ore) and m IHC (4 0%) patients, with 12-13% mci-eases m HDL ch'Dlesterol 
in these groups. CONCLUS I l-NS ; Simvastatin is useful in both CHL and IHC 
fatients, whereas gemfibrc'Zil can te used m p'atients with high 
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^glucc^se - deper.aeM msu 1 1 not rop i c pepoiae; Z'^r ^: ^ at 0.5 p:rol . r:g-l 

mm-l, v;ith saline cr ex:9-39 ::H2 at 3C0 p-^ol . :-:g - 1 • inin-i;. Eacn 




ex ( 9 - 3 ) NH2. at 3:: tmcl . kg-: . :tin-l t Locked the i nsu i .: not rep i c effect 

cf f. hysiological aose£ of GLP-1 and corrpletely antagonized the 

a 1 ucaoonc St at 1 r effect at hoth doses cf (3L?-1. Gi-.'en alone, this load of 



ex ( - 3 :h! NH2 increased plasma gl'i-ago^n levels during euglycemia and 
ro/perglyce;T;ia . It nad no effect on plas:na levels of msalm during 
euglycemia nut derreasei plasm^a ms^lm d'^ring hyperglycemia. ex(9-39;r:H2 
diu not alter i;^ I F' - s t imiul ated insulin secretion. These data mditate that 
m hu'T.ans, ex(?-3 9)KH2 is a potent GLE-1 antaaonist v;ithout any agonistic 
crcferties. The pancreatit A rell is under a tonic mhioitory control c^f 
G-LE-1. At nyperglycemiia, tne 5 rell is unier a tonic stimulatory control 
of GLF - : . 

AD - ::iiniral P.esearrh Unit for G^as t rount es 1 1 na 1 Endocrinology and Departm.ent 

oif Gastroenterology and Endocrinology, Philipps University, 35033 Marburg, 
'l-ermany . schi r ra .- ma i ler . uni -marburg . de 
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I - V- 

DP - l-v? Sep 

TI - o: ch.^nqe 1 !::■(.- r r-:it-='i n ( i ) lev^vls by the optimization of glycemic 

cor:trol v;ith insulin therapy m NIDDM patients. 

PG - : -i ^ S' - 1 

AE - 0BJE'.7TIVE: To evaluatu^ tne effect of glycemic control improvement with 

insulin therap-y on 1 ipop- r'c^t em ( a ) [ Lp' ( a ) ] levels m patients with NIDDM. 
r.ESEAr.CK U-ESIGN AND HETH-jfiS : VJe pierfc^rmed a loncitudmal study m a 
r.ei^tiary refer-ral center conip^are lipid and Dp' (a) levels kefc^re arid 
arter H mcnths C'f msnlm therapy m 6: poorly ccntrolled NIDDM p^atients 
■ men, 2.5 wc^men). Patients p' re\-i:>usl y treated v/ith oral hyp og 1%'cemic 
■jgents ;n = SC:) rerei\'ed cine to twc> insulin doses^ and those p-reviously 
treated with insulin ;n - 10} received multipde insulin doses. Lp- (a) 
le^/els were nieasured by the Terumci method. Differences tietween the two 
periods v;ei:-e assessed the paired t test and Vv'ilcoxon's test. RESULTS: 
After 3 micnths of insulin therap-y, HtAlc decreased from S- . 6 +/- 1.9 to 6.0 
+ - (? < 0.0C05) m all patients and from ^-.1 +/- 2.1 to c.I +/- 2.9% 

,P < 0.05- m patients under multipde insulin doses, being < or = 6.0% m 
of p\atiei"its. Total triglyceride and VLDL cnolesterol levels deci^eased 
■; P < 0.01) and HDL cholesterol increased significantly (P < 0.0005). 
However, no changes m Lp ( 5 ) levels were ot-served m all patients (25.3 
f .-■ - 2z .0 'y's 2i .7 -Y ■ - "^1 , ma/ 51 i arid m p-atients with hiaseline Lpo a ) 
le-.-els at'Ove (63. E +/- 1-:.^ \-e . tf ^ . 1 ^- / - 25.1 itg/dl) or t^elow jO mig/dl 

11.5 -/ - 7.^1 vs. 11.^ 7.3 mig/dl) . In additic-n, p-atients reaching 

HirAlc levels < or = 6 C% or > c.Ot p'l'esented similar Lp* ( a } levels (26.0 
+ - 29.1 vs 2t . 3 +/- 2E.U mg/dl) . More-cver, no cC'r rela 1 1 on s v/ere observed 
ret ween changes in Lp .a) levels and in the glycemic control paramieters 
;i9N 7LVS I ijNS : This study sh::;w^s that ihe imp i c>vemier.t of glycemic control t:-/ 
msulm therap^y d:es r. : t influence plasma Lp'ia) levels, measured t^y the 
I'erunc:; n.ethod, m NIP DM patients, i ndep endent 1\' cf baseline values and tne 
'■"I'-gree cf glyremir ccntrrl reached. 
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n of glycenu r r-jntrcil ty insulin therapy decreases the 
of small dense LDL particles m diaj::etic patients. 

• LDL p^arrirles -B phenc'typ;e) are considered to te more 

• than large ^^uoyant LDL particles. The influence of glyremi 
LDL partirle size and density is still under derate. Th 
v;as to oeter-tme LDL sut: f ra ::t i on p^heni'type m bcoh IDDM 
•nts m pojr glyi-er^ur centre;! ccrr.pared v;ith tnat of resp 
.tr-cl grc^ups . In additicn, v.-e evaluate:: the effe.t c;f a 
p^tiTiized glyremic ccr.tr on this parameter. Thirty- seven IDDM 

ts, tc -either v;ith tv;i respective age-, sex-, 
ps v;ere studied. r:c;n-A phenotyte prevalence i 
: patients before .19%' and after blood glucose optimization :11V; v;as 
lar tc tnat CO their control group '12%; . However, ::IDDM patients 
;layed a nigher priporticu. of the non-A phenotype ''51^ ■ than did the 
'rol circut: .2S% , but it became closer 0C%, ? < Z . ZS after ciil'.'cemuc 
:rol imcro'/ed. A. 11 subjects v.'ith non-.^. chenot'/te that cnan^ed to .A 
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t ri^i;l\'ceride le^'els celc:v; 1.53 1/1 and a greaner 

' than did 5ub:ects v;hcse phenctype did not change ;4.9 
- - 1.4?, ? < 3.:E' . A higher zrcpcrticr. :f sn;all dense 
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5? , r < C . . aur ing 
ere C'bser'/ed betv;een 



i;ctn sta^-es it g^yceinic ^cntro.^, 
Xliry an:i nindiabetic iten . In ccnclnsicn, these findings provide new 
evidence for the relevance :f near-nornal glycemic control m the 
prevent I cn :f macrc vascu lar disease and could contribute to an explanati 
cf the l:3s of prctection f:r cardiovascular disease m diabetic v;cmen . 
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■lesti-ogen replare-nent therapy is associated v;itn a decreased risk 
:ar ii DVis cular iisease m s :: m.enop ausal v;cmen . Patients v.'ith 
r.on - 1 nsul m- dependent iial::etes mellitus iMIDE-X) have an mcreasei 
car ii Dv ascul a r risk. H:'we\'er , oestrcigen replacement therar^y is cinl", 
reluctantly prescribed for i orients v.uth NIE'DM. In a double blmi 
raniomizel pilacecc ccntrolle:: trial v.-e assessed the effect of oral 
bet a- estradi C'l during 6 v;eer:s m 4C pc'S tmenopausa 1 women with NIDDM. 
I'lycatei h ae'iioq 1 ct i n iHbAl:), insulin sensitivity, suppr es s ib 1 1 1 1 y of 
hepatic glucose f reduction, 1 i f:ot'rc t e i n f:ricfile and t^arameters of 
fibrinolysis were determnned. The oestrogen treated group demonstrated a 
significant decrease of HbAlc and in the normot rig 1 ycer i daemi c group a 
significantly increased suppression of hej^atic glucose production by 
insulin. VJhole Dody glucose uptake and concentrations of non - est er i f led 
fatt%' 3Cids did net change. LE'L - :-hc 1 es t e ro 1 - and at o 1 i r of rot e i n 3 levels 
decreased, and HDL - cnol es t er cl , its subfr-action HDL2 - chol es t erol and 
af'Olipot r Dtei n Al increased. The plasma triglyceride level remained 
similar in bcth groups. Both the concent rat icn of plasminogen activator 
inhit'itor-l antigen and its active subfraction decreased. Tissue type 
plasminogen activator activity increased significantly c^nly in the 
normot riglyceridaemi c group . (oestrogen replacement therapo' improves 
insulin sensitivity m liver-, gl-^'caemiic cctntrol, 1 i p'Op^rC't e i n profile and 
f itrinol ys 1 s in postmienop ausal women with NIDDM. Fc-r a definite answer as 
to whether oestrogens can te more liberally used m NIDDM patients, long 
term studies including the effect of progestogens are necessary. 
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AB - The role of pi a sua lipoproteins m the development of 

TiOn- msul m- def endent iiat^etes mellitus (NIDDM) was studied in 787 
TiOri - di at^et 1 c (2-h glucose < 11.1 mniol/I) Piiiia Indians {265 men and 522 
v;omen) . Suh]ects were follov;ed for a mean of 0.8 {range 1.8-16.4) years, 
.iui'ing vhni ch 2fl (7c iiien and 1:5 women) develc>ped NIliDM In men and wcimeri, 
vei-y- low- densi ty 1 1 1 op^r citei n {'OLDL) 2lnol es tercJ , VLDL n rigl ycer i de , 
lov;-density 1 1 1 nit rc)t e i n t I'l gl yce r i de and total triglyceride, rcntrolled 
fcr age, predicted NIDDM ( E' < 0.01 for each). These effects di-ninished 
v;hen controlled for age, sex, iz-cdy mass index, systolic blood pressure and 
J. - hi gluL-C'se. H:iv;ever, hign- density litDprctem (HDL) chol ester-: 1 , 
■; :.-nt red 1 ed f oi- age, bc'iy miass index, systi'lir tlood fr'essure and 2-h 
glurose, was a significant procertive factor for MIDC'M m wom.en (hazard 
lite ratio (HF.R) = 0.35, OE^ 01 (0.2 3 - 0.54), F < O.OCl, 90th r:mpared with 
lOth tertentile) t'Ut n:.t m men (HRR = 1.04, 9E% 21 (0.53-2.0E), P = 
O.OIE). Tnis assc' 71 at 1 :'n remained significant m womien wOnen C'jntrcilled for 
fasting ~.r 2-h tlasma insulin r :ncent r a 1 1 ens , otner estimates :f insulin 
1 e s 1 s t a r . r e t: r h 1 i" tin ~ 1 1 1: n s u c 1 1 c n . T n e n r c t e r 1 1 e effect f H 2' L 

:t i-u:;:air-ed 'C .z m::c 1 / 1 < ci' = 2-n glurcse < 11.1 m^TLcd.^l; glu::se 
ttleran.;e at bsselme. These results indicate that lipoprc^tem disorders 
are an -r-ai-ly acccTip:ani:T,ent c^f the abnormalities that lead to MICTiM. 
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AB - objective;: Toi investigate the long-term antidiat'etogenic effe::t c-f 
qlucag lin- 1 1 ke peptide 1 (GLP-1) and its influence on diabeti:: 
dys li p Dpr jt ei nemi a , patients v;ith NI2iDM were treated with GLP-I 
suk^-utaneously for 1 weeK . P.ESEARCH DESIGN' AND METHODS: Twelve patients 
participated in the study. The 1st week f the study, aU of them were on 
intensive insulin treatment and f riDm day 3, four were r<nnd'jmi zed to a 
control grouf cc'ntinumg witn insulin, and eight to a treatmerit group 
where 3LP-1 was given at meals together with regular insulin from day 8 to 
12. On days 13 and 14, they were only given GLP-1 at meals. MPH insulin at 
bedtime was given throughout the study. RESULTS; In the GLP- 1 - treated 
patieiits, the dii'ses Oif regular insulin, given to keep a satisfactory' td ood 
glucc^se contrc'l, were reduced compared witn tre<atment with insulin onl;^v 
GLF'-l virtually inhibited the eaily increase m blood glucose after the 
mieals, whereas an increase of af'proximate 1 y 2 mmol was seen during an 
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TI - lOiqh plasma insulin is asscriated v;ith li^v.-er LDL cholesterol m elderly 
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AB - OOj ir-ivestiaate possible relationship's betv;een plasma lov; density 

: if'Oi rotem (LDL) chclesteiDl and fasting plasma insulin m the elderly, 
cr jss - sect 1 Dnal ranicm samples cf aoe cohorts (65, 75, 60 and 85 years, n 
- llr.-, M/F 3£'':2 percent) were studied m the ne ighbour-mg cities of 
}-:elsinki and V.^ntaa, Finland. Edasma totsl and high density lipoprotein 
iHDL: cholesterol, plasma triglycerides, blood glucose and plasma insulin 
v;ere measured after an overnight fast. LDL cholesterol v;as calculated 
using the Frie^-iewald equation. Statistical analyses v;ere performed 
separately m subnects v/ith non- insul in-dependent diabetes miellitus 
■::iDDM, n - 21:0 and nc>n - ii aic^et i c sut'jects (n = 969). Comparison of lipid 
levels by insulin quartile (I < 7.4 IU/1, II 7.4-10.0, III 10.1-15.0. IV = 
It-. 01 showed that total and LDL cholesterol decreased m the highest 
insulin quartile (P = 0.0 00) . This trend prevailed after adjustments for 
age, gender, body mass index, blood glucose and serum triglycerides, and 
It v;as s 1 gn I f 1 ■:;ant also m nc>rm: tr ig 1 y :er i demn c (serum triglycerides <2.3 
mn-: 1 ■ 1 ) sutgerts. Furthermore, tne assC'Ciation betv;een high insulin and 
lciv;er" rhc)l estercd was seen m n :'rmu:)g 1 ycemi c (fasting blood glucose <6.7 
mmcl/l) and diabetic sub;]ects. Lower LDL cholesterol m elderly subjects 
with higher fasting insulin may reflect poor health or a 'harvesting' 
effect, I'Ut the results may also be due to effects of insulin on LDL 
catabolism andMcr cholesterol absorp^tion. 
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distribution, and compositicn m p*atients v.'ith typie II diabetes. 
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AE - OBJECT r/E- -To study the effects of gemfibrozil treatment on LE'L particle 
size, density distribution, and composition m NIDDM patients. RESEARCH 
DESIGi: A1:d methods- -VJe p^erformej DDL analyses on 16 NIDDM patients with 
statle glycemic control. They v;ere i-andc>mly allocated to receive either 
genif 1 t'lozi 1 (n ^ 3) or a placei:;c (n = 3) fc^r 3 mo m a doutle -blind study. 
The LDl particle size distribution and the particle diameter C'f the rria]C)r 
IjFC pieak v;ere measui'ed v;ith n(cn jenat u ring p cd y a r ry I ami de gradient gel 
el ect I'cp'hores 1 s . The density d i stril::ut ic-n and comp: :'S 1 1 1 on cf LDL were 
detei'mir.ed v;ith the density gradient ul t racent ri f ugati on m:eth:d. 
r^ESl'LTS - - I n the oemLfibrozil arcot the m.ean serim. TC concentration 
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teni^j.r.zy zo decrease. In the placebo group che density distribution 

did :-.:)t change. Gen^fibrozil increased the CE-zo-ZG ratio m LZh ^ore 
lipi.ap by 17% .? <; ..C5: , otherv;ise, the l::L ccn^LpCiSition v;as cnly slightl\ 
arretted. CON :iUS I C::S - - The results indicate ge*nf it roz 1 1 - induced changes ir 
LDL prcperties m ^C:D1:M patients are smMlar to those p:reviously reported 
m ncr.iiab'etir inii-.'iduals and are related to changes m serum TG level. 

AD - 3e::or.i De^^a rtrrent t: Medicine, University of Helsinki, Finland. 
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N 1 e:nei ^ er - r'an:: ers SD, Da 1 1 mga - Tr. i e GM, de Ri. i ^ t: er - He i ;] s c ek F'C, Aigra A, 
Erkelens , r.anga JD, Jans en H. 

Dej: ar^Tien:: cf Interna'. Medinne, GC2.225, University Medical ^renter Gtrecht, 
Heidelceralaan lO:, 10 Box ?55:0, 3i;:- GA Utrecht, Tne Netherlands. 

A p repcndei-ance of suiall dense LEL }::articles is strongly associated with the 
occui-rence of atheros : 1 erot i c disease Although several studies have documented 
an increased n:revalen-'e cf small dense L2L particles m diaretes mellitus no 
data are available tc shcv; the effe:-;t cf 1 ip i i - Ic v;eiing treatment upcn tne 
im.p i-cvement of LGL p.article size. In tr.e present study v;e examnned the effect of 
1 ip id - lov;er ma treatinent, f:l]:v;ing ai: intensive L i p^ id - 1 Dv;e ring strategy for 30 
weeks pnjrsumg ADA recommended target lipid levels, on LDL p^article size m 50 
type 2 iiiabetic patients with ::ioderate hyper 1 ip idemi a . At week 0, 24 patients 
(4tr^ were characterized t^y small dense LDL phenityp^e pattern B. After the 
treat:nent period a snift towards normal LDL particle size was observed m 17 
P'atients tut seven patients '23%) sloowed the more atherogenic LDL sutclass 
P'att^rn B, After tre^^tment, f'. ^.sma H jL - chol es te r" 1 was significantly lov;er 
tP<0 Or) m these paiients compared to those who had LDL sut^class pattern A. 
Multivariate regression analysis re-/ealed VLDL ^ chol est erol or triglycerides and 
HDL cholesterol as independent determinants fcr LDL particle size. Change m 
HDIc 2 cholesterol was an mdep^endent determinant for change m LDL particle 
size. In conclusion, a strat-_jy of in*:.ensive 1 ip i d - 1 c wer i ng , with the intention 
to re'iuce triglycerile levels below 1.7 mmcl/l, *T.ay oe insufficient to ensure 
improvemerit m LDL size m all p-atients. 

E'MID 113^S'016 [r'ufcMei - mi'^-xed fcr MEl^LINEj 



2: J Glm Kndocrinol Metab ^OcO Nc.v ; S 5 ( 1 1 i : 4 1 3 8 - 92 

Effect of msulm ami sulfonylurea therapy, at tne same level of blood glucose 
control, ori low density lip>o:rotein s it^f ra :t i ons m type 2 diah:etic patients. 

Rivellese AA., Patti L, RomanC' G, InneUi F, Di Marino L, Annuzzi G, Lavicoli M, 
Cor oriel GA, Riccardi G. 

Liep'ai-cment cf Clirii^ul ariLi R>:p ^z-i' i men t a 1 Meiicme, Redeiico II -jniversity Medical 
School, Naples, Italy. nm:^d ■ uim r^a . 1 1 

The aim of this study v;as to evaluate the effect of sc msulm (IMS) compared 
with sulfcnylurea 'SUL) therapy, ac the same level of t^lood glucose control, on 
the lew :lensity lipjcprotem 'LDL; sut'fracticn profile m noiTiol ipa demi r type 2 
::iaL:etic patients. Nine n crm c 1 i p; i demi : type 2 iiaDetic men age, Eo + ^-j yr; bcdy 
-lass index, 26 kg.''m2, mean +-/ - FSM^ , after a 3-week wasn-out period, 

were as3i:.:ned to IN'S cr SGL tor 2 mcnths ma rand emu zed 'i^rcss-cver ^iesign. 
Doses were adiusted cnly iurmg the first mcntn ani then weie r:ep)t constant. At 
the end cf the treatments, h^-P; eg 1 ob i n Ale, plasma lipids, DLL, and very low 
uensit',' 1 : r ::prot e 1 ■'.'LDL^ s f i" a c t : o n profiles and plasma rcsthep-arin 
1 rot e : r. litcase an.: henat,: lipase HL, activities wer-:' evaluated. 2;espite 

reau-:ed nlasma trig 1 y :'er ide "i.^-Z-^.l vs. :.1*/-0.1 mmol.''L; P < C.D-;. Although 
:^:S .lid ni^t affect tntc LDL ccm. rent rat i cn , it induced a decrease m bctn tne 
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Lif'ii arid 1 ii-cp'rot^e i n patterr.s m typ^e 2 non-ctese' diabeci: p>atients. Dci Lp{a' 
levels jeci-ease v/ith iniprcved alyremi? ronr,rol m these patients? 

A 1 jz lu H , C-u 1 1 eki r. F , 'ran dan ? . 

Department of Internal Medinne, Cumhur i yet Vnivei'sity, Sivas, Turkey. 

EACKC'ROVNI) AXE AIM: In this study, v;e investigated tne levels of 
apol It jt-otem-AI (aro-AI ) , at":d ir-Dpro:ein ap->-B) , triglyceride (TG) , 
high-density- 1 1 p opiotei n - cht) 1 es terol (HP'L- D , 

low- density - 1 ipop'rotein - oholestei' j1 {LDL-O , rctal cholesterol , lipoprotein (a) 
m a grjuc of non-ohese, type 2 diatetes mellirus patients v;ith different types 
cf treatment and a control group' of non-ot^ese, non- diabetic surjects. METHODS 
a:jd RES'ULTS' Patients v/ere iivided into three group-s according to their 
treatment typ^es: insulin, su Iphon-ylurea and untreated groups. All groups were 
similar in sex, weights, known -iu rat ion of diatetes and hat its. Each group 
rcnsisted of 3 j sutiects. Tne re were nc differences m apo-AI, ato-B and TG 
levels (p c..::5), whereas HDL- 2 levels m the untreated group were 
signif 1 rant ly lower than these c-f the ctner griup'S (p < 0.C5). hp (a) levels m 
the untreatea group' w^ere higher than m the other (p < 0.05). CONCLUSIONS: 
Gaming metabolic control m diabetes niellitus is crucial m pulhing back lipid, 
lipoprotein ^nd afiol ipcp^rote i n levels tc a desired level and m attenuating CAD 
(rorcnary artery :liseaseJ risk farters, and also m r^reventing CAD. Lp{a) levels 
in particular are deci"eased t'y insulin c-r sulfinylurea m non-c^bese patients 
v;ith t'_^'p'e 2 diat-etes mellitus. 

PMID: 110792E5 [PutMed - indexed for MEDLIME] 
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rat : :;r.s exceed ir.a 1,? n;:t:l/l. V^ic:. r:eza: ir^rate 
:;L-ApoE:. raziz: sr.cv.-ea a tender, to rise, 



su-'-estmg i rhang-f^ m tne LTL cartirle co^^C' ds 1 1 1 z^n tc a ^ess sp:aii ana aense 
for-n>, v;nile ra'/ a s t a t l n t r^e at n^ient mi^i^ed h iecu'ease m this rat id sjggestiiig a 
rhar.ge m tne LE'L parti :*ie tC' a Tore iense f : rn; . v;ith pravastatin treatment a 
small rise m HhAtIc} v;a3 otservei. :-:'MCLUS I I N : Pravastatin treatTient is 
sur^erior m iDwering :h d 1 e? 1 6- r- d 1 - enr i rne d lipoprotein subp^ot'^lat ions and 
imc'rovmg cardiovascular risk factors, Bez a f i h^r a t e is moi-e effective m raising 
HDL- cnolestercl ani alters LDL p^at'tirle ocmpisition to a nic^re favorable form. 
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The effect of qlycaemic control on the prevalence and p-attern of dyslipidaemia 
in Niger^ian patients with nev;ly diagnosed non insulin dependent diaL'etes 
me 111 tus . 

Ag i:- C' 1 a - Ab u CF , OYi v; c v o i' i :> 1 e AE , Ak i n 1 a d e r:S . 
Eke- Host'ital, Ikena, Lagos^ ^:lgerla. 

Liys 1 ip idaemi a (E>L) is a rcm-rnin ronditii'n in patients v;ith KIIOM, but its 
p-revalence and the effect co" glycaemic ccntrcl on the disorder Inave only t^een 
scantily rep crted m Nigerians. The present stuidy is therefc^re aimed at 
'determining the effect of diabetic control in. pvrevalence and pattern of DI^ m 
Nigerian patients v/ith MID^M. Thii'ty six diaretics v;ere fcllov/ed up for 24 
v;eeks . Indices determined mcludeid anthrop-omet r i c measurements, fasting (FBG) 
and tv;o hour post prandial llC'Od glucose (2 hcurs PP3G), together v;ith glycated 
haemoglobin (GHb) levels, an^d fasting lipuds at presentation, 1^ and after 24 
-weeks O'f treatment. The p're"/alence rates of raised total ci'io lesterol / high 
density- 1 ipC'prote 1 n cholesterol (TC/Hoh) ratic re^duced HDL - chol es t erol and p-iixed 
IiL decreaseid signi f icant 1;^' h-etweeri 0-week and 24 weeks of treatment (57.1% vs 
14.]^ E-C% vs 11.4% and 44^ "/s 22.1% respectively, P' < '"oOGl fizir each) . The 
prc'portijn cf piatient v.uth elevated IC'W-density 1 ip-cp^rc tein - chol esterol alsc' 

to 8.3 after 24 weeks (P < 0.025) . 



n c I es terc' laemia and 



decr'eased s i gni f i -rant 1 y fi'C'ni 21.4t at 0- 
'jn tne other hand, the p'revalence C'f hyp err: 
hyp ert r iglycer 1 laemia were n^it s ign i f i rant 1 -y changed t^etween 0 and 24 weeks (P > 
2 . C r / . Patients witn DL despot e t :r"ea t:T.en t v;ere characterised r y nigher FEG at 24 
weeks cf treatmient cc;mip;ared with r.ormol ip idae'tic p^atients (P < -^.OOl) . It is 
roncluded fromi this study tn.7<t im.proved glycaemic control reduced some 
dysl ipidaemira , and m^ay therefcre suffire to rcrrect them, m sicmie Nigerian 
patients with NIDDM. 
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■.vim Tyr-r 2 :iia::e':es METHCrS: Fif-ee- patients, age 59^/-^ years ;:tean 

+ /- SEM , i:cdy v;eight r 5 . 3 + ' - 3 . ]kg , ccd'^/ mass index 5. 6 + /' -0.9 kg/m:.. v;ere 
treated v.'ith su 1 r hcny 1 a rea and insulin m ccmhinat iC'Ti or v;ith insulin alone m a 
randcaiii:ed, dcubl e 1 1 nd , crcssover study. All patients were treated with a 
multiple daily miect.icn regimen with the addition : :: gl iben rlamide 10.5 mg 
daily Dr plaoeto tat'le^s. RESULTS: oun^^a ocnLfcmatirn therapy, the d:?se dz 
insulin was 25^ less (r < .:.C-02i and there was a 29^ increase m plasn.a 
C-neptide : :'ricen t r-a: ion [P = O.-jl) tlasma levels c>f free insulin were not 
changei Plssma levels of sex hormone - 1 md mg globulin (SHB-3) and msulm-like 
growth f BiC t : r - 1 i nd i ng c-rotem ilGF&P)-! were htwerei There were no differences 
m the ^4-n rlcza gluctse prc^files or HhAlr hS.C+'-2 2 vs. r.3 + /-j-2^; P = 
O.l-;.;. 3ziy weignt was similar. There was a significant decrease m clasma LEL 
chtlestercl { 3 . 04 f / - : . 24 vs. 3.41+'-0.21 mmc 1 / 1 ; ? =- 0.04), apo 1 1 t-oj. rot e m Al 
and of 1 If oprotem [a ! iiut an m-rrease m VLEL - 1 rigl yce ri des (1.36+^ -0.31 vs. 

0 . 9-: +/ -0 . 1-: mn.o 1 / 1 ; P = 0.02) iurmg comtinaticn therapy. The ratio t-etween LOL 
cholesterol and fipol ir-oprotem B concentrations was significantly lower during 
ccmtanation therap^y iP < 0.01). COHJ TLUS IC nS : Comhmation therapy with insulin 
and sulp'nc'nylureas mcr-eases portal insulin supply snd thereby alters liver 

1 ip-Z'P r at e 1 n mets;c:'lism when cc^mp-arei with insulin tnerap^y alone. 

Put 1 icar, ion T^ypes : 
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Elasma 1 1 p-op^rc t ei n in) levels m Turkish :jiddm p^atients with anl without 
vasrular di5it'etic C':.'mpd i cat ions . 

Erem C, De^er O', EC'St^n M, 0)rem A, Sonniez M, Ulusoy 3, Telatar M. 

P'.aradeniz Technical University Farulty Z't Medicine, Department of Internal 
Medicine, Trat zon, Tur'key . 



O'&SECTIVE: Plasma c jn -ent r a 1 1 ons of 1 lp^cp■ r at ei n (a) [Lpta)], an iniepiendent risk 
factor for at her ts 1 1 eros i s , w^ere Tieasured m 5:- non- i nsul m -depiendent diakietes 
'Tiellitus 'KIEDM) pat. lents with ani withC'Ut vastular ::ompil ic ations , and 2 1 
non-diabetic healthy subiects. RESULTS: Tne plasma log Lp(a) levels were found 
to ce si gni f icaritly increase! in tne NIZ'DM p^atients (1.40 +/- 0.3-:} compeared 
with the healtny subiects (1.C2 0.53; p < O.C'5) . Plasmia Lp i a ) Ie\'els m 

::iLoM p.itients v.'itn liabetir vascular c cmp 1 1 .at i ens (l.El +/- 0.2") v.'ere 
si3Mfi:antly night-r than those of tne rJILLM patients without aiar:e*:m vascular 
:C'mp 1 ic ati ans ;:,2: 0.43) ^ni healtny sutjects p^ < Co 0 5 ) . Tnere were 

si2iMfi7ant cc'r>-el ati ::ns between p.asma log Lp;a} levels and apo 1 i poip r ct ei n E 

apo; B; m all ::1DZX patients (r: j.iS, p < :.CE; . Nc coi-relaticn v;^s r^b served 
cetween Lc : a ) levels ar.d a^-e, sex, d..ration of diab€'t-E'S, fasting r;luod gluoose, 
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r cr the Gemf 1 brcz 1 1 £z\:dy Grcuc . 

Avcg.aro A, ^iliego T, Tatar: a no A, 

T'lvisiCTi cf Hetat'Olir Ziseas-e-s, V 
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v.*e a:rses£ed tr.e effira-rv C'f geuif 
n.ec a^ o 1 1 5:t: i:\ a large .rohC'rt of 
f3tients. v;e enrol lea .U.T type 2 
r-:-:". rent rat icms equal tt C'l' aiC'Ove 

mg t'Aite daily] ana 1 : " to r;la 
Earn t r- e a t mi- :\ z v;a £ f 1 1 Z)v: e d f o r j 
nietarol 1 siTi and insulin seoreticin, 
containing 12.5 g c-f t'roteinS/ 4 0 
No differences m demographic cha 
r 3ndC'mi zed either to geuif i ic^roz 1 1 
C't' served m tC'tal rh cl est er'ol and 
the haselme c^r^s e rva 1 1 ■: ns ana v;ee 
treatments significantly increase 
significantly decreased f'lasTia tr 
2 1 4 + / - B 2 mg / d 1 ( P < C: . 0 01) , -A'her'e 
from 3 1- + V} tc 3 BO + 217 mg/dl. 
fitty acij roncent ra 1 1 : ns C'r in f 
:-ii:A(lC) values, insulin and Z-z^ex.' 
significantly redures tiiTulating 
significantly affect cnclesterol 
met ar c) 1 i sm . 



brozil therat'y on lipid profile and glucose 
tyne 2) ncn- i nsul m - dependent diabetic 
diab'etic patients v;ith pdasma triglyceride 



•inic 1 / 1 : 1 1 : 
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rand'jHii zed 



Qemf it'r'c zi 1 



z- treatir.ent m a double tdmd fashicn. 
0 v.'eeks. TC' assess t'os tt^ r'and la 1 glucose 
at time C and ^0 weeks, a standard meal 
.1 g of carbohydrate, 10 g of lipids was given, 
racteristics v.'ere obser'/ed between patients 
C)r tC' placet C) therap-y. IJo differences were 

L2i2 - thC'l est erol ccTiCent ra 1 1 on changes t-etween 
> 2-j C'f kcth treatments. At variante, both 
a H2>Ij chcd es t er'jl . Gemfibrozil treatment 
igl-/ceride concentrat lori from 3 16 + /- 34 to 
as with pdacet'O triglyceride levels increased 

NC' changes w'ere ot- served in non - es t en f i ed 
astmg plasma glucose concentrations, m 
tide ccr.cent r-at 1 ons . i^e-nf ib^roz i 1 treatm.ent: 1} 

triglyceride :c>ncent ra 1 1 on ; 2) dc^es nc't 
concentration; ]} does r.c-t worsen glucose 
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Multi cent er Stt.dy 
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he ng- lasting ant i d i at-et i c effect of a dip ept idyl p>ep-tidase IV -resistant analog 
C'f 'glucagc'ti- 1 ike p!ep)tide- 1 . 

B.r-:elin Oclri v;, Thci-ens E. 



Institute of Pnarmaccd'cg-^' and Toxitclc^gy, Lausanne, Gwi t::e r la nd . 




v;iih tne v/i 1 d e ::ect:i'ie v.her- tes'Led ir. vi'/r ir. a:; ar.irr.al r^.cdel C't :iiabe::€-3. A 
3 male ir.^ ect i c :\ of I.l :^:i:cl GL?-l-31yc m diairetic "".ice red a hign-fst: die:: car. 
ccrrecr fasti:".'^ :\ype lyce:T:i a and glurcse mt^leranre tcr several :^curs, v;nerea3 
--e acnvity c;: : n-T;::l GLr-i varnishes a fev; nLir\ates after infection. These 
artior.s v;ere rc^rrelatea v;ith increased ir.suliri and aerreased olucagcn levels. 
Intel esc mgl y, nc rT.cg 1 y r e'i:i a v;as T.aincamei over a reri jd chat v.-as longer cnan 
the fi'editted cettiae hal:-life, suggesting a yet undes : r it-ed Icmg-term effect 
:f GL?-1-Gly5. GLP-l-Giyr thus has a 'tarkealy I'tproved therapeutit t:jtential 
::nipai-ed witn GLP-1, smre it ran be used at nv.rh lov;er doses and v;i:n a more 
flexible srhed'^le cf a 1t:1 n i s t rat i : n . 

PXID: i:.:24:^'l [PucMea - indexed for :A^Z'L1:^Z] 
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In the treatment of diat-etes melli::'^s v/ith gl u ragc)n - 1 ike C'epitide-l. 
Heist JJ, Deaocn 1, Tcft-Mielsen XB, 3i er re - Knudsen L. 

C epart Jiier.t c f Medrr^al Ph\'? i o ] :>ay , Panuni Institute, University of Corenhagen, 
Cenma:r-k . hoi St ^mf i . <u . dk 

As a theraf'eutic principle, the i nsul motropi c pefitide, GLP-1, of the 
secret in -g lu cagon family of rieptiles, has turned out to possess some remarkably 
attractive f^ricp-ert i es , including the cap-arality of normalizing blciod glucose 
concentrations m patients vith n an - insul i n - iep^endent diabetes mellitus and 
promoting satiety and reducing focd intake m healthy volunteers. Because of 
rat id an'i extensive metatiol i zat ion , the piectide is not i nriTiediatel-y cl mi rally 
ipplicatle and, as a tnerapeutic prmnple, C-LP-1 is still m its infancy, iome 
t-cssit'le 3\'enues fc^r r i rcumivent mg these difficulties are the deve 1 i-t-ment c^f 

P- 1 V- res 1 stant analogs , the mhititicn of DPP- IV, enhancement of GLP-1 
secretion, GLr' delivery systems using continuous sut'cutaneous infusion or buccal 
Tablets, GLt-1 absorption, and orally active, stable analogs. It seems likely 
that one or mc-re of these ap'tiro.^ir hes cC'Uld result m a clinically useful 
devel op nient tirc'g ram . 
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Iiial: etes Tar'e . 1 ;'9 5 M ar ; 2 ( : ) : 52 5 . 

Tne effects cf Tietf jrm.m or. glycemic rcntr:! and serum lipids m msu 1 m - 1 r ea t ed 
NILoM patients ■.-.'ith suc'tptimal metacoiic ccntr::;l. 

Rct insi'n Alh Hur^e J, Robinson S, Jc;hnstc;n GG, Elkeles F.S . 

Unit of Metacclic Xeiirme, Imperial Tel lege cf Xedirme at St. Gary's, London, 
U.K. a . c . r O'b 1 nson ' sm . i t . a : . u 

msulin tnerapcy imcrr'.'es metabclir control m msul in-treated h'I22.M patients 
after seccndar*,' failure of ant ih*,'neral\'cemi c agents. Gv;c randomiized dcuble-nlmd 
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grange 1-2.5 g^ ar'.d 12 
HtAl:, an^:: serum lipid 
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v;ere -^..ea^ured ar tas 



:e:T,ic ^or.trcl i"eceived 12 weeks cf 
. In stuay 2 ! r. = 14 : , S',.r~e7::3 
ir.suli:^ -herapy stepped ir.e 

:\ezzzr\r.i-. at their ::a3el:r.e dcsage 
laret:. Fasting tlas:r.a gl'art;se, 
•Eiine and ;ti dway thrz^ugh and at ::he 



end :-f earh treatinen:: phase. The erfert ot 12 -/.'eeKS of nietfc-rmm treatment v;as 
comtared v/ith the effect ct 12 v;eeks c: tla:-eho m each study ani m Loth 
studies rcmLtmed. r.S2'VLTS : In study l, triettc^riiiin treatment v;as associated v;ith 
significant imrrcvements m fasting tlasn^a glur(tse (mean 12-v;eek difference from 
tlaceto [^'5^ CI]: mmtl/1 [3.5--.1], r < ; . 2 1 1 ; andHcAlr (1.6^ [ . 9 - 2 . 4 ] , r 

< C.l-llK In study 2, mietformun treat'v.ent v.-as asstiriated v;ith s 1 gn 1 f 1 cant 1 -y 
lo-A-er fasting tiasma aluzose t . } mmc)!'! [ 0 1 , f' = C.02EO and lov.-er Hi:Alc 

(2.4^ [I C-].5], ? = O.OOj) CL'mt'ared 'A'lth thtse ftr placebo. Study 2. also shtwed 
aietfirmm treatment to te asstciated v;ith s 1 an 1 f 1 r ant I y lov;er total 'rholest erol 
than that f:r rlar-fto (l.C mm: 1 / 1 ;j. 1-1.91, P - : . D } 2 ) ami lo\ver LDL 
rhtlester ( l'. 0 mnicd ' 1 [C.l-l.r!, P - 0.2251. Tnis signifirant iifferenre m 
seru:h lirads seen m study 2. v/as not seen in study 1, rut v;as t resent v;hen 1: tth 
sets of data wer^e .romtined (n = 32, mean total cholesterol difference at 12 
v;ee:'^.s CI]: C . k mmol / 1 [0.1-1.1], P = 0.015). Metfjrmm had no significant 

effect on triglyceride, HDL cholesterol, v;eight, or blood t^ressure. Two S'jt-jects 
on metformin witndr^ev; because of side effects. C'jXChl'S I C'MS • Metformiri, when 
given as aijunrtive therapy, was well tolerated and improved glycemi? control 
and liT'id concentrations m tatients witn msu 1 i n - tre ated h'IDDX wnt'se diac^etes 
was poorly controlled. These imtirovements ecu Id t-e miamtamed over the long 
t ei'm . 
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r-tes Care 10 r3 Ap r ; 2 1 ( 4 ) : 4 77 - 5 1 

, of hyp er luncl esterol enu a and co^ifmed hyp er 1 1 p 1 demi a with simvastatin 
.rrozil m patients with XIDCM. A miulti renter comp' a r 1 s on study. 

MJ, l.r^r--'KEO M, Ilmonen M, Helve ?taarsalo S, Kilkki Eh Saltevo J. 

nt t'f N'editme, 'Oniveisity of He'lsm'^ii, Finland. 

F: To ttmp-ar-e tne 1 ip 1 d - htv;er 1 ng eftrraties of simivastatm and 
zil m NICiDM patients wMtn romtined imixed) nyp'erl :pi idemi a 1 CHL) C'r 

nyper rhidesterolemia (IHCi. FESSAROH DSCICN ANP- METHODS: Patients with 
dyslipidemia and NID2>X were rerr.ited for this doub 1 e - r 1 i nd , 
-..mimiy cinparisjn study fro'Vi 1:2 Fmnisn renters. After a 4 -week placet 0 
eriz^d, tne-/ v.'ere randtmil'/ assigned ti' simivastatm or geir^f ir roiz 1 1 . I'he 



t m 
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ri r €' 



t :;r 



,0 ma tc:] 



B wee-^.s, an:i 4 1 m,g f:r tne tnird B-v.'ee^r^- perird. The gemf 1 rosz 1 1 grC'Up 
rereived t : ■: mig twi re daily tnrr:ughcut tne 24 wee.-:? . Tne 1 ip: 1 d - lowering 



:f trtn drug 
:n OHh and I 



we r ' 



■ared m all patients as v.-ell as separately m 
'1 all patients, simivastatm redured LLL and 



ride le'.'els. T.ne drug efferts differed arrcruing tc lip: id pn'^-r.o typ^e at 
. Simvastatin derreased LCI chr Oesterol levels cy j:-4:^ m botn 
es - Gemfibrrzil caused a IBt reductic:n m LLL rhrlesterol m IHS but no 
n SHL patients. Sim.vastatm prr:duced 15-3]% ledurtions m triglyceride 
n CHL b^t nr mange m IHO patients. Cem^fibrozil caused redurtions m 
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Exer.diri ( 9 - 0 anil ie is ar. of g lu ragon - 1 1 Ke pept :i de - 1 ( 7 - j 6 ; amide m 

r.umaus . 

Srhirra J, Siurm V., l.eirht P, Arnz-lj R, Goke B, K^^tschmski M 

Clinical F.esearch Unit for' T-as t ro i ntes 1 1 n a 1 En i d r r i nol oqy and Department of 
Gast roenter jloay ani Endoo ri no 1 ogy , PhiLipp? University. 3 ^' 0 3 3 Mart>urq, (Germany, 
schi rra3m3i 1 eru uni -Tiii:"b'^rg . le 

The oastrcantestmal hormone, o 1 ucagon - 1 1 ke pept i ie - 1 ( 7 - 3 6 } ami de (GLP-1) is 
released sfter- a meil . The potency of synthetic G-LP-l m stimulating insulin 
serr-etion and m inhit-itino glucagon se::retion indi rates the putative 
P'hys lologi cal function of C-Lf- 1 . In vitr?, the n immammal i an peptide, 
exen ii n [ 9 - 3 ) ami ie [ ex ( 9 - 3 9 ) KH2 ] , is a specific and comipetitive antagonist of 
u^LP-1. This m vi\'o study examined the efficacy of ex(9-39)MH2 as an antagonist 
of exogenous C-LP- 1 and the physiological role jf endogenous GLP-1. Six healthy 
vcilunteers underwent 10 exp-eriments m random carder. In each experiment, a 
30-min period of eugl^'remia was followel i: y an intravenous infusion of glucose 
for lEO Tim that estat'lishen a stable nyp erg 1 y :emi a of 8 mnol- liter There w^as a 
concc'mi tant intravenous mfusicn of one >: f the following: -I 1 } saline, (2) GLP-1 
(for cC man at 0.3 p^mol . kg - 1 . mm-l that established physiological 
postprandial plasma levels, and fn^r another 60 man at 0.9 pmol . kg-l . mm-l to 
induce supraphys i olog i ca 1 plasmta levels), (3-5) ex(9-39)NH2 at 30, ^'C, or 300 
pmol . kg-l . mm^l + GLP-1, (6-3) ex ( 9 - 3 9 ) NH2 at 30, 60, or 300 pmol . kg-l . 
min-1 + saline, (9 and 10) G-IP ( g 1 u rose - dependent insu 1 i not rop i c peptide; for 60 
mm at C.B pmol . kg-l . mm-l, with saline or ex ( 9 - 3 9 ) NH2 at jOO pmcl . Kg-l . 
mm-l) . Eicn vc>lunteei" received each of these concomitant inf\:sicns on separate 
days. ex(9-39)NH2 dos e - dependent ly reduced the msu 1 i not i op i c action of GLP-1 
with the mnit'itor-y effect declining witn increasing doses of GLE - 1 ex(9-3 9)NH2 
at 300 pmc'l . kg-l . nu.n-l blocked tiie msul mot rop i c effect --'f p n\'siological 
doses of GLP-1 and completely antagonized the glucagonos t at i c effect at both 
doses of GLP-1. Given alone, this load of ex(9-39)NH2 i ncreas'-^-d plasma glucagon 
levels during euglycemia and hyperglycemia. It hai no effect on plasma levels of 
mSclm during euglycemaa out decreased plasma msulm during hyperglycemia. 
ex(9-3 9)NH2 aid not alter GrI E - s t imiu la t e i msulm secretion These data indicate 
nhat m humians, ex(='-39)NH2 is a pcoent G^LP-1 antagonist without any agcTiistic 
p:roperties . The pancreatic A cell is under a t:nic inhititory ccTitroG of GLP-1. 
.-.t h'_^'perg 1 y cemii a , tne B cell is under a tcmiic stim.ulatory contrc'l c>f GLP-1. 
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■.zii-j acpe^r to a: count t ■: r T.irt of 
gl ■^o-i'-e- St iTiul ate i irisulin secret ion. 



cn the rellular r:\echani sr;"".3 that ctntrti tne excressicn Z'T tne 
gor.e en-odmg glutagon has Led tt the iisttvery tf f ■ r- ag luoag cn . This precursor 
IS rToressei by 1 1 ssue - e r i f 1 1 ^rtteclysis ta prciuoe glucagon m cancreatic 
alf:ha-:ells ani a g In r ag : n- 1 1 -ce tectiae-1 iGLP-l- m the intestine. GL?-! is a 
hji-rone tnat as released cy intestinal teils intc the circulatian ir. response to 
tcoa inta-:e. GhP- : ana gastri- inhititcry cep^tiiie iGI?; wnich has also heen 
ternie:: g 1 u cc'se - aenendent i nsu 1 1 not r i 
the in::retin effert m the augment at i cr. 
Tnese two hornic.nes have sperific beta-:;ell re^et-tcrs tnat are coupled to GT? 
bmimg t-roteir.s to miuce pioaurticn ct :ycl i r AXP ani artivation cf ryclic 
AMP-der-enient rrctem km^ise. It is f^rcpcsei that at least one tact-cr 
ront r ir-ut mg tc tne fatncgenesis of n : n - : ns u 1 i n - depen aent iiat^etes n\ellitus 
i::iDl;M) is desensi tiz^ticn of the T-LP-l reret^tcr cn ■:'eta - ce 1 1 s . At 
pharniarclogical ios^s, infusion cf GLP-1, tut n-ct cf GtLP, can impi-ove anu 
enhance t'OS tpr and i a 1 insulin response m NIDOM t^atients. Agonists of GLP-1 
receptcr- have t-een ti-C'f>osed as nev; potential therapeutic agents m h'IDDM 
patients. The observations that G-LP-1 induces tcth secretion and t^rodurtion of 
insulin, and that its activities are ;Tiainly glucose- dependent , led tc the 
sugaesticn that GLE'-l may t-resent a unique aa\'ant^ge over sulfonylurea Ir^ugs in 
the' t r-eatment "if NIoDM. 
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Lack of change o: 1 if of^rotem ( a ) levels by the optimization of glycemic control 
v/ith insulin theraty in XMDIiM patients. 

Gaixas A., E'erez A, i^rd cnez - LI an cs J, H'Cnet R, rigla M, Castellvi A, Bayen L, de 
Leiva A. 

Det'artment of Endoc ri ncdc-gy and K'utrition, Host'ital de Sant Pau, Univer'sitat 
Autoncima de Barcelc'na, St^am. 

C'nJSGT TTE : To evaluate the effect :f glyre:Tiit rcntrol imp'ro'/ement v;ith insulin 
theraf^y on 1 1 p oprot: ei n ( a ) [ Lp ( a ) ] levels m patients with MILDM. ^.Ei-^EAr'.CH DESIGN 
AMD METHODS: We performed a longitudinal study m a tertiary referral center to 
compare lipid and Lp(a) levels t^efore and after 3 months of insulin tnerapy m 

0 p^oordy contr-olled MIDZ-M patients (3^ :T.en, 23 v;omenl. F'atients previously 
treated v;ith cu-al hyp c^g 1 \'ceirii c agents (n ^ 50! reteivea cmie tC' tv/o insulin 
dcses, and these previcusly treated with insulin (n = IC) received multiple 
insulin doses. Lp ( a ) levels weie measured zy tne Tei'umo- metnc'd. Iiifferences 
l:etv;een the two pericds were assessed by tne p^aired t test and v:i 1 r :.'Xon ' s test. 
?,EGVLTS : After 5 mcntns of insulin therapy, H^'Alc decreased from 9.- ^ - 1.3 tc 



nu 



Lp: ( a ^ i*5'vels v;ere cbser-/ed m all p-atients ^25.3 +/- 25. C \^s 25.7 ^ ' - 11.2k 
mguil) and m patients witn baseline Lp ' a levels above (5i.5 +/- 1^.5 vs. 65.1 
^- - 23.1 mg.''dl cr belcv; 32 mg'dl '.ll.i ^ '- '^.5 ".'s . 11.5 7.3 mg • d 1 

parameters. 22::CLGS : ONS : This study shtv.'s tnat the i m.pr c '/ement of glyc 
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^ mil z3t icn cf ^ilyr-en^ir control t'V msulir. therapy ^decreases the proportion or 
sn-iall dense hZh i articles m diacetic patients. 
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;'rd:'nez - Llanc s J, de Leiva A, t^a-/es A, Hems P., Perez A. 



Endctrincdcgy Eiei. irtnient , Hosi'ital de Sant ?au, Un i ve r's i ta:: Autnc)nia de 
Barrel I'na , f p'ai n . 

fmall dense LjL p^^rtirles (B t^nenc'tyt e ) are ccnsidered to te more atherogenic 
than large r-uoyant LDL particles. The influence of glycemic control on LDL 
P'3rticle size anrl density is still under dekate. The aim of this study was to 
determine LDL subfraction phenotype in t^otn IDDM and MIDDM patients m poor 
glycemir control compeared v;ith that of respective matched control groups. In 
addition, v/e evah^ated the effect of a 3-morit:h periC'd of optimized gly::emic 
control on this parameter. Thirty-seven IDDM patients and 32 NIDDM p^atients, 
together- with fwc respertive age-, sex-, and EMI -matched control groups v;ere 
studied. Ncn-.A p-nenotype prevalence in IDDM patients before (19%) and after 
blood glucose cp't imi zat i on ( I H. ) was similar to that of tneir control group 
(12%). However, h'IDDM patients displayed a higher p'roportion of the non-A 
P'henotyp'e (^1%) than did the control group' I2et-), i:-ut it hecame closer (30%, P < 
0.05) 5fter glycemic rtr.trcd imp>roved. All suhjects with r,:.n-A phenotype tnat 
rhangei to A p her. I't yp-:- shtwei triglyceride levels k-elow 1 . ^3 mimol/1 and a 
oreater decrease m Hr^Alc than iid sut^jects v.'h-iise p henc)t'^'p'e did nc>t change (4.9 
+ /- 1 . vs. 3.1 - 1.4^., E' < O.Or). A higher propoition of small dense LDL was 
observed m NIDDM women than in nondiak-etic wc.men (LDL5 10.0 +/ - 4.S vs. 6.3 +/- 
l.S%, LDL6 •:■ . 1 +/- 2.2 vs. 4.2 f/- 0.3%, E' < O.OE) during both stages of 
glycemic control, tut no differences were observed retween NIDDM and nondiabetic 
men. In con r 1 us i :.in , tnese finimgs provide new evidence fcr the relevance Df 
near - ncirmia 1 gl\'cemic centred in tne prevent iC'n C'f mac rovascular disease and 
couli contribute to an explanation of the loss of protecticr. for cardiovascular 
disease m diat-etic women. 

PMID: 9200657 [PutMed - indexed for' MEDLINE] 
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ShDrt-termi cjestroioen r^-p lavement therap^y iTp^rcves insulin resistance, lipoids and 
fibrinolysis m p os t;rien op aus a 1 w:)nten witn NIIL'M. 
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ir^crea^ed sup^:' res 3 : r.epaci:' glar^se p rc;d'^ : c;r. by 

LDL- rh3le?r.er :;1 - a:.i a;: cl iccr r B levels aerreased, 

sna HDl- rho ! es^er 3l , i^s s f r a ?t i or. Hi: l:. - rr. :■ 1 es t.^'i-a 1 ^ina apol i p r eiri Al 
mrr-easei. Trie fiasma ir- : g 1 y rer i :ie level re^.^mea smLilar in both gr-DUf:S. Both 
the rem '_-ent r 3Lt L c'ln r^f ^ 1 asT,i n jger. activate r ir.hi. C' : t i^r- 1 antigen and 1:3 active 
saifrartit-n aeri-eased. Ti33ue type lasTn nogen srtivatjr activity mrreased 
signi f 1 riint 1 y only m tne nor-r^Dt r- 1 g 1 y re r 1 daeiiii t gr-jup. Oestrogen rep 1 a reTient 
tnerapy iniprDves msulm sensitivity in liver, ^lyrat-Tiir control, lipapi'otem 
pr:file and f.ti-mclysis m c :;s t:nen jpaus li 1 v;:nT.en .-.'itn MIECiM. For a aefinite 
answer as t :> wnether ::es t r r^geris t^r. be tl: re lii:>erally ased m XIODM patients, 
long term seniles inrlaimg the ertert or r- i^ges *: ^} ens are necessary. 

Puc-lication Ty:. e3 : 

■g 1 1 n I c a I T :r 1 a 1 

F.andZ'Tii^.ed "ruit i~ol 1 ed Prial 

PMID: :^14].107 [ F'^^bMed - maexei t ?r MEDLINE] 
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Plasma lipotrotems and mciienoe of non - insul 1 n - dependent diat^etes mellitus m 
?ima Iniiians: protective effect of HZJL cholesterol m women. 

Fagot - 'lamp-a ima A, ::arayan r'.M, Hanson RL, Imfieratore G, Reward B.V, Nelson ¥:G , 
P e 1 1 1 1 1 DC , :< I". C) w 1 e r Vi C . 

Natic-nal Institute C'f Diat^etes ani Eugestivt' ana Kidney Eiseases, Phrenix, AZ 
e 5 C14 , VJA . f ax. :a . nih .gcv 

The role cf plasma 1 ip op^rot e 1 ns m the development of non- ansul in -det'endent 
diabetes mellitus (NIPOM) was studied in 727 non-diabetic (2-h glucose < 11.1 
mmol/1) r'lma Indiai-.s (2^:5 uien and 522 women) „ Subjects were followed fc^r a mean 
of 9.S (range; 1.3-16.4) years, during v;hich 2-:. 1 (76 men and 185 wonienj 
develop'ed NIDDM. In men and wc>men, very - low- dens:i fy lipC'protein (VuE)!.) 
thol est erc-1 , '/LE)Lj triglyceride, l-:w-den3ity 1 1 p-cp r C't e in triglyceride and total 
triglyceride, contrc'lled for age, predicted NIEoM ( r' < C.Ol for each.) . Tnese 
efferts (aiminished v;hen cc^ntroillei for age, sex, t'Cdy iT.ass index, systclic l:4ood 
pressure ana 2-h glucose. Hc'wever, high-density lipop-rotein (HEiL) chclestercd, 
rc-ntrclled fcr age, h cdy 'iiass ind^x, systolir h'lood p-ressuie and 2-h glucose, 
was a s igni f 1 ;:arit protecti^-e :act-_r- fcu' IJIE^DX m wrjinen (hazard rate ratio (HRR) 
= C.35, CI ■O.23-C054), t < 0 001, 90th :otTp-are(i with 10th percentile) but 

not m men (HRR = 1.04, 9^% CI (0 53 - 2.05), P = 0 . 1 E J . This association 
remained sigmfirant m v;ci!Tien wnen controlled fcir fasting or 2-h plasma msulm 
concent rat 1 1'ns , other estimates C'f msulm resistanire or alcohol consump't 1 on . 
The prc'tective effect C'f HE2 rhcd es t ei-cd was simiilar amiong w^oriien witn normial 
(2-h glucose ".S mmc 1 ^ 1 ) tr inpiiired (".3 mmol/1 < or = 2-h glucc^se 11.1 
mm.c 1 /' 1 ; glu7cse tolerance at i::ase'. me. These r^esul'is indicate tnat lipoprctein 
discrder-s are an early acccmipan imicnt cf the ab nc^rm^a 1 1 1 1 es tnat lead tc^ r:iDDM. 

EMIT: 9 1512 14 [PubMed - indexed ftr MEELINE: 
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i T-'^Lety: -cyrazi-e-cartrxylir 4-:x:ie^' : tinges Ler aay f ::r 2 nior.tr.s . Seru:r. 

exa:^iinat 1 1'HS v;ere perf:'r:ried hefz^re ar.d after 1 ar.i 1 n;onths cf aripimi'X 
admi r.ist rat 1 jTi . After treatment tne rnjle-scer-l and t r i '3 lyceride levels 
decreased ir. tcth grrucs. ratier.ts .vitr. vi:::;M ha i 11^ increase cf hi gir. density 



id cf the' f 1 r-st , 



increase 



1. ir I'C rotem- :n: lesterol iH:::L-r! level at tht 
at the enj :f the sercnd n.cntn, vhnile tatients v;itn primary 

hyter lif orrctemaenu a iii not rnanae significantly. The lev; density lipoprctem 
'.l:iL) level iii not cnange si^ni f i : ant 1 y m either- groups of patients. The 
apol ip jprctem A 1 (ape A 1) levels increased significantly during the second 
'iicinth cif acipi:riC)X aduii n i s t i"at i on . t'ric acid Ie\'els 
significant change ccald t e netectei 'iiamly m tne 
level dii n— cnanoe m the ncn-iianecic t)atients, 
significantly m tne raZ'DM grC'Ut . 



aeci'easea m both gr^out-s, hut 
::iDDM ar-ouf . SeruTi glucC'Se 
v;n lie it dec re ase i 
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The anti liat et ogenic effect of GLP-1 is maintained during a 7-day ti'eatment 
period and mifroves diabetic dys I if-ct rot e i nemi a m niDDM f^atients. 

Junt 1 1 - Eergg r en L, Pngon J, r'.arte F, Hams ten A, Gutniak M, Vignati L, Efendic S. 

L.'er- a r fment :t Mcleculsr Me;i i - i ne , King '"usraf V Research Insriture, Karc^linska 
Host'ital, Karolmska Instit.ute, Stockhc Im, J'A'e'ien. 1 i sa enk . ks . se 

OBJECTIVE: T: investigate the Icng-term ant i di abet ogeni c effect of g 1 ucagon - 1 1 ke 
t-ettide 1 (CLF-li and its influence :n iiat-eti':: -i'ys 1 ip op rc't e i nemi a , patients 
v;ith NIoDM v;ere treated v;ich GLF-1 sut cut aneous 1 y for 1 week. RESEARCH DESIGN 
AND XETHCCiS : Twelve patients participated in the study. Tne 1st v;eek of the 
stud'_^', all -cf them -were cn intensive insulin tr^eatment and from day 3, fC'Ur- were 
randomized to a contrc'l grO'Ut: cc:ntinuing with insulin, and eight to a treatment 
group where GLF-l was given at a.eals tC'gether vnth regular insulin from day S to 
12. '9n days 13 and 14, they were only given GLP- 1 at meals. NPH insulin at 
redtime was given thr cughc^ut the study. F.ECCLTS : In the GEP - 1 - 1 re a t ed patients, 
the doses of regular insulin, given to keet a satisfactory tlood glucose 
C'C'iitrol, weie reduced cc-mt-.r*red with treatment with insulin CTily. GLP-l virtually 
inhibited the early increase m blocd glucose after the meals, whereas an 
increase of ap-p rC'Xi ma t e 1 y 2 mmol was seen during an op'tinuzed insulin treatment. 
In agreement with the shcrt half-life of tne peptide, 2-h postprandial plasmia 
insulin levels were significantly de:reased ci-th at day 12 and 14, suggesting 
that there was nC't encuah C-LF'-l left tc stimulate endogenous insulin release and 
cc'apens a te f cr the decrease m tne d:se cf exi.gencus insulin. Therefore, the 
effect cf GLP-1 was lest tefore the next meal, resulting in increased 
P'r ep^randial nlood gluc:se values at lunch and dinner. Tne cc^ncent rat ion of VLE;L 
triglycerides :iecreased already during the Ist week. This decrease persisted 
auring the 2nd weer: v;nen Gl.? - I was included m tne treatment. No cnanges were 

in:r-eased f r c:t a mean cf 2^.: t: 22.6 nm. : P < j.ji) m resp onse t c i ns ^1 1 n 

trestTient. Tne LL^E particle^ size did ncc change m tne contriiC grcup^. 

Lip ct redeem lip:ase arti'/ity v;as decreases by 27^ and hepati: lipase v;as reduced 

v.'nirn im.nlies tnat tne patients did net develep tclerance during tnis treat'tent 
peric:d. Intensive insulin t.reatmLent, leading to n ermet r i g 1 y :er i demi a , increased 
the mean LEL particle diameter, which is likely t :: lower the ris:< of future 
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C'f 31?- 1 IS i:\dicaied. Her.ce, z)\is stiudy gi\'es additicr.al e\'ider.ce '^Y.az 3LP-1 
:T;a\- be useful as ar. aoer.-: fur treating Xim-l. 

7 1 1 r. 1 r a 1 Trial 

P.andc :r.i zed Cent rolled Trial 

;mIT: S9C33S:: [PufcMed - indexed for MEDLIK'E] 
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High plasma insulin is assouiated v;ith lower LE-L cholesterol m elderly 
1 nd 1 V 1 dua 1 3 . 

Ctrandberq TS, Tilvis RS , Lmdkerg Cu I'alvanne J, Sairanen S, Ehnholm C, 
Tuonu lehto J . 

Geriatric Unit, Eiepartment of Medicine, TTniversity of Helsinki, Helsinki, 
Finland . 

Tie investi'::iat e tcissible relationships het'.*'een plasma low density lir'Oprotem 
(LDL) cholesterol ani fasting plasma insulin m the elderly, c ross - sect lonal 
random samples of age cohorts (65, 75, 3 0 and years, n = 1138, M/F 3 3/62 
percent) were studied in the neighbouring cities of Helsinki and Vantaa, 
Finland. Plasma total and high idensity lif>oprotein (HDL) cholesterol, plasma 
triglycerides, blood glurose anii t.lasma insulin were measured after an overnight 
fast. LEL cholesterol was C3tlculated using the Friedewald equation. Statistical 
an3l%'ses were performed separately m sut:ects w^ith non- msulm-dep endent 
-^^ 1 5-t",et es mellit-.:s (MIE-DM, n = 219) and nt-r. - d i ar^et i c surnects in - 9(^9) . 
Comparison of lipid levels r.y insulin quartile (1 < 7.4 IU/1, II 7.4-10.0, III 
10.1-15.C, IV > 15.0) shewed that total and L2'L cholesterol decreased m the 
highest insulin quartile (F = 0.003). This trend prevailed after ad:iustments for 
age, gender, boiy mass index, blood gl-.:rose and serum triglycerides, and it was 
significant also m nc^rmot riglyceru iemi r iserum triglycerides <2 . 3 mmol/1) 
subjects. Furthermore, the association between high insulin and lower 
cholesterol v;as seen m normoglycemic (fasting l:>lood glucose <6.7 mminl/l) and 
diac'etic subjects. L:>wei" LCiL cholesterc'l in elderly sut']&c:ts with higher fasting 
insulin may reflect pooi' health or a 'harvesting' effect, but the results may 
also be due to effects of insulin on LDL catabolism and/or cholesterol 
at sc i-pt i C'n . 

t^MID: 912 53 00 [PubHed - indexed for MEIiLIME] 
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Deterioration of the plasms lipud profile during nosp i ta 1 i za t ion of aged 
non- 1 nsul in-dep enient diabetic patients. Compiarison with non - d lac^et i r control 
c a 1 1 ents . 
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inc: ML, Xiras EC, ie la Hig,.era JM, Castillo MJ . 
'-''■91'' I'ni'.-ersity 2:^anaia, Cp:ain. 
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?tudy aimeu at investigating tne :nanges :v:curring m tne p^asmia ^ipia 
. e cf catier.ts with nor> - 1 r.su 1 1 n - deper.dent diabetes mellitus (i;i2;D>-; 
:alized rc^r treatm.ent of intercurrent diseases. Tv;ent y - n i ne non- insulin 
" 1} m.en, 16 w::mer. ; m.ean age: r7 / - 2 yrs.~ and 26 

.lents ^12 m.en, 14 women; mean age: 7 1 2 yrs nave beer 



patients 
: h e i 



::sr;ect 1 ve^-,- stu:iieu. 



3p:ita^izeu tor treatm.ent vario'^s 
.seases. Diar:etir and ntn-diabetic patients recei'.-ed sim.ilar treatm.ent except 
:r mtensi'.'e insulin theranv m the form.er group. Cn admussion, diai::etic 
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r.C'Sp 11 3 : izaii :^r. :f r. r:r. - 1 nsu 1 1 r. requiring :^1ZZK zalier.Z3 djes ncz fully reverse 

the .abr-orTr>aI licii p^rjfile. it Tiay helr^ t: frever.t its further ieteri jra 1 1 im , 

tartirularly zy mrr-easirig HDL rhC'l es t er :; 1 levels anl hence ::y ierreasino the 
LDL/HDL chcierterti rstio. 
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Sffe:ts Dt genif ic r::zi 1 on idv;- density littrrotem parti::le size, density 
ii St r ibuti t'n, ana ccnic ts 1 1 1 Dn m tatients v;i:h tyf^e II iiatetes. 

Lahienpera S, Tilly-Kiesi M, Vuor i nen - Markkol a H, F'.uusi T, Taskmen MR. 

Second Dep^ a rtment C'f Medicine, Vniversity cf Helsinki, Finland. 

OBJECTIVE- -To study the effects of gemf irroz i 1 treatment on LDL particle size, 
density di s tr i t^u 1 1 on , and c Dnip.os 1 1 1 on m ::IDDM t^atients. RESEARCH DESIGIJ AXD 
METHCOC--v;e p-erforiTied LDL analyses on 16 NIDDM t^atients v;ith stakle glycemic 
control. They v;ere ranioTily allccated to receive either gemfit'rozil (n = 8) or a 
t-la:ebo (n = EC for ] tic in a d jut 1 e - i: 1 i nd study. The LDL particle size 
di St r 1 hut 1 c n ani the particle diarrieter of the ma]C'r LDL peak -A-ere measured v;ith 
nondenatur 1 ng p ol yac ryl ami de gradient gel el ect rop hc'res i s . The density 
di St r ih'Ut icn and ct'iiip C'S 1 1 1 cn of LDL v;e:r-e determiined 'Auth the density gradieiit 
u 1 1 racentr 1 f uqat 1 on method. F.E3VLTS--In tne genifibrozil group the mean serum TG 
cc'ncentrat icin decreased by 3 6 i , HDL rhcdesterol ccmcent rat ion incr-eased by 10%, 
and LDL cholestercl concentration h^y 17t (P' < O.OS). During gemf lii^roz 1 1 therapy 
the niean p-article diameter of tne nia]C'i:' LDL peak increased froim 244 to 251 A (P 
< O.OS), whereas m the placer-o group the mean LDL particle diameter remained 
unchanged. V-'e fC'und an inverse c-i^r re lat i on l:etv;een the changes of serum TG and 
the particle diaiTieters of the major LI'L peak {r = O.rS, P < 0.01). Gemfibrc^zil 
p-roduce(d a shift m the LDL density di strit ut ic-n tC'wai"d lower ^density. The mean 
peak density decreased fromi 1.03 7 1 to 1.034 5 g/md because of a significant rise 
m the light LDL rcncentration from 141.0 to 1£3.2 ma / dl (P < 0.05), v;hereas the 
conrentrat lO'ti C'f dense LDL had a tendency to decrease. In the p lacet-o group- the 
LDL density distribution did not change. Gemifibrozil increased the CE-to-TG 
ratio m LDL rc-re lip-ids by 27% ( p- < 0.05} ; ctherwise, the LDL 'I'cmp'CiS 1 1 ic-n was 
only slight!;^' affected. CC'N OL'CS I ONS - - The results indicate genif ibroz 1 1 - induced 
changes m LDL p-rc'perties m NIEOM p-atients are similar to those previously 
rep'C.rted m nondiabetic individuals and are related to changes m serum TG 
level - 
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